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This is in response to the appeal brief filed August 27, 2007 appealing from the Office action 
mailed September 26, 2006. 

(1) Real Party in Interest 

A statement identifying by name the real party in interest is contained in the brief. 

(2) Related Appeals and Interferences 

The examiner is not aware of any related appeals, interferences, or judicial proceedings 
which will directly affect or be directly affected by or have a bearing on the Board's decision in 
the pending appeal. 

(3) Status of Claims 

The statement of the status of claims contained in the brief is correct. 

(4) Status of Amendments After Final 

The appellant's statement of the status of amendments after final rejection contained in 
the brief is correct. 

(5) Summary of Claimed Subject Matter 

The summary of claimed subject matter contained in the brief is correct. 

(6) Grounds of Rejection to be Reviewed on Appeal 

The appellant's statement of the grounds of rejection to be reviewed on appeal is 
substantially correct. 

Claims 3, 7-9 and 1 1 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Antonsson et al (WO 97/23499). 
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The following ground of rejection is not presented for review on appeal because it has 
been withdrawn by the examiner: 

Claims 3, 7-9 and 1 1 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

The following ground of rejection is not presented for review on appeal because it has 
been requested by Appellant to be placed in abeyance until a determination is made with respect 
to patentability of the claims in the present application: 

Claims 3, 7-9 and 1 1 are rejected under the judicially created doctrine of obviousness- 
type double patenting as being unpatentable over claims 15-22 of U. S. Patent 6,683,054. 

(7) Claims Appendix 

The copy of the appealed claims contained in the Appendix to the brief is correct. 

(8) Evidence Relied Upon 
Antonsson et al (WO 97/23499). 

(9) Grounds of Rejection 

The following ground(s) of rejection are applicable to the appealed claims: 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 
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Claims 3, 7-9 and 1 1 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Antonsson et al (WO 97/23499). 

Claims 3, 7-9 and 1 1 are directed to a method of treatment of inflammation, which 
comprises administering a therapeutically effective amount of melagatran, or a pharmaceutical ly 
acceptable derivative, the derivative having the inhibitory activity against thrombin or being a 
prodrug of melagatran, to a patient in need of such treatment, wherein the prodrug is of the 
formula R*02C-CH2-(/?)Cgl-Aze-Pab-OH, wherein R* represents linear or branched Ci-s alkyl 
and the OH group replaces one of the amidino hydrogens in Fab. 

Antonsson et al disclose the compounds of formula (I), R*0(0)C-CH2-(R)Cgl-Aze-Pab- 
R^ (page 4, lines 15-21; page 21, lines 28-30) are useful in treating coagulation-related disorders, 
in which inhibition of thrombin is required (page 18, line 23-page 19, line 9), and in treating an 
inflammatory condition such as edema (page 20, lines 9-16), and the preferred compounds have 
methyl, ethyl or propyl as R\ and OH as R^ (page 12, lines 3-14; Examples 16-18 and 20-22; 
claims 3 and 1 1), where the method comprises administration of a therapeutically effective 
amount of compound of formula (I) to treat a condition in which inhibition of thrombin is 
required (page 20, lines 24-26; claims 7-9). 

Although Antonsson et al. do not specifically provide an example of using a specific 
melagatran compound to treat inflammation, the reference does suggest that thrombin is known 
to activate a large number of cells such as neutrophils, fibroblasts, endothelial cells and smooth 
muscle cells, and that the melagatran compounds (as thrombin inhibitors) are useful for 
therapeutic treatment of diseases related to activation of these cells such as an inflammatory 
condition including edema. Furthermore, Antonsson et al. disclose the melagatran compound 
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that inhibits trypsin and thrombin is useful in treatment of pancreatitis (i.e., inflammation of the 
pancreas; page 20, lines 20-21). 

At the time of invention was made, it would have been obvious to one of ordinary skill 
that the preferred melagatran compounds with formula (I) having methyl, ethyl or propyl as R\ 
and OH as are useful in treating an inflammatory condition because Antonsson et al indicate 
that inflammation and other listed diseases would occur when cells such as neutrophils, 
fibroblasts, endothelial cells and smooth muscle cells are activated by thrombin, and melagatran 
compounds that inhibit thrombin can be used to treat an inflammatory condition (page 20, lines 
9-21), which results in the claimed invention and was, as a whole, prima facie obvious at the 
time the claimed invention was made. 

(10) Response to Argument 

In the brief, at page 10, third and fourth paragraphs, Appellant argue that the primary 
focus of Antonsson is "to provide new compounds for use in the treatment of coagulation-related 
disorders". Thus, the person of ordinary skill would not have been motivated to employ 
melagatran and/or a very small number of specific prodrugs of melagatran, for use in the 
treatment of inflammation, as presently clamed. Antonsson is primarily concerned with 
anticoagulants, and further "inflammatory responses" is merely listed as another potential disease 
that could be treated amongst a list of several other diseases. Therefore, it is clear that one of 
ordinary skill in the art would not have been led or motivated to use, specifically, melagatran, or 
very specific prodrugs thereof, to treat specifically inflammation. 

Appellant's response has been considered but is not found persuasive because while 
Antonsson et aL provide melagatran prodrugs for the treatment of coagulation-related disorders, 
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the reference does suggest several diseases (a limited number of diseases) including edema (an 
inflammatory condition), which are related to activation of a number of cells such as neutrophils, 
fibroblasts, endothelial cells and smooth muscle cells by thrombin, can be treated with 
melagatran prodrugs, especially, the preferred compounds of formula (I) having methyl, ethyl or 
propyl as R^ and OH as (page 12, lines 3-14; Examples 16-18 and 20-22), these compounds 
are the same as the ones used for the claimed method. Furthermore, Antonsson et al disclose the 
melagatran compounds that inhibit trypsin and thrombin may be useflil in the treatment of 
pancreatitis (i.e., inflammation of the pancreas; page 20, lines 20-21). Therefore, in view of the 
disclosure of Antonsson et al, it is clear that one of ordinary skill in the art would have been 
motivated to use preferred melagatran prodrugs to treat inflammation. 

In the brief, at page 11, third and fourth paragraphs. Appellant argue that Antonsson 
contains no evidence that would either suggest to the skilled person that the disclosed 
compounds may be useful in the treatment of inflammation, e.g., in the Antonsson examples, 
only their thrombin inhibiting ability is tested. In addition, there is no evidence presented in 
Antonsson of any kind of link between thrombin inhibitors and inflammation. In view of this, a 
person of ordinary skill would not have been led to believe that the anticoagulant compounds 
disclosed by Antonsson would also be useful in treating inflammation. Therefore, one of 
ordinary skill would not have been motivated to arrive at the presently claimed invention based 
on the Antonsson disclosure. 

Appellant's response has been considered but is not found persuasive because although 
Antonsson et al do not provide a specific example of using a melagatran prodrug in the 
treatment of inflammation, the reference does provide the link between the listed diseases 
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(including inflammation) and thrombin inhibitors, which is that thrombin can activate a large 
number of cells such as neutrophils, fibroblasts, endothelial cells and smooth muscle cells that 
cause the diseases such as inflammation to occur (page 20, lines 9-18). Thus, it is reasonable to 
use a thrombin inhibitor (e.g., a melagatran prodrug) to inhibit thrombin and its activity (i.e., 
activating a large number of cells), thereby treating the diseases such as inflammation that are 
related to the cell activation by thrombin. Furthermore, Antonsson et aL clearly indicate the 
melagatran compounds that inhibit trypsin and thrombin is useful in the treatment of pancreatitis 
(i.e., inflammation of the pancreas; page 20, lines 20-21). Therefore, in view of the disclosure of 
Antonsson et aL, it is clear that one of ordinary skill in the art would have been motivated to use 
preferred melagatran prodrugs to treat inflammation. 

(11) Related Proceeding(s) Appendix 

No decision rendered by a court or the Board is identified by the examiner in the Related 
Appeals and Interferences section of this examiner's answer. 
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For the above reasons, it is believed that the rejections should be sustained. 
Respectfully submitted, 



Chih-Min Kam 
Primary Examiner 
AU1656 
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